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Formal M atters 

This paper is responsive to the Office Action dated June 3, 2003, which is (he second 
Action on the merits of the application. 

Claims 31-50 and 52-81 arc under examination, and stand variously rejected. 
No claims arc canceled, added, or amended in this application. 
Reconsideration and allowance of the application is respectfully requested. 

luterviewi 

The applicants wish to thank Examiners (Mhislopher Yacn and Gary Niekol {"or a hdpfol 
telephone interview with Carol Francis and Michael Sehiff on November 24,. 200?;. Arguments 
presented during the interview are incorporated into this Response. 

Applicants gratefully acknowledge withdrawal of the previous rejections made under 
35 USC § U2 }\ 2, and the rejection under § 1 02 vvitfuespeeL to the Kimura rcfoi uico> 

Rejection und er 35 U SC S 1 12 f 1 ; 

Claims 3 1 -50 and 52-78 are rejected und-jr the enablement requirements of $ 1 ' 2 *Sl 1 • The 
Office Action indicates that the specification is uu-ihling for the making of the invention. 
However, it questions whether the specification ohubicu the use of the claimed invention, on the 
assertion that the use of a cancer cell cxpre: sim* a recombinant cytokine fused on its surface has 
not been taught. 

Applicants respectfully disagree. 

The specification provides an extensive review of the use of uytokinc-sectvling tumor 
cells ns part of an immunogenic composition. &rc, lor example, page 8, lines 1-2 i . 

Furthermore, the application asjlkJ coninias working examples, hi Kxumple 5, imimals 
were vaccinated with the T9 glioblastoma iwnor e^!l line, Lransfoctod U> uxpiess either the 
secreted or membrane form of M-CSF, The animals w<td subsequently resi&lam to challenges 
with the parental (untransformed) T9 cell line, atlul citable at least in part to a vh;,nums 
T lymphocyte anti-tumor immunity. 
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Accompanying this response arc the fnHowhv/, publications: 

• Turner ct ah, Hil Gene Ther. 9: 1 12 1 -1 i 30, J 998. This publication reports 
experiments done with MPC1 1 melimonw line in BALB/e mice, l<ig. A shows the 
protective effect for animals imniiu".i'/cd with irradiated MPCl 1 ceils, in combination 
with a mouse fibroblast cell line O'H cc1!s) genetically altered to secrete GM-CSF. 

• Borrello ct al., llu. Gene Ther. 10:1083-100], 1999. This publication teaches the. 
eflicacy of a vaccine according to the eluhned invention in BALB/e imicc having 
reestablished tumors made with (he A2<l\YT [inc. Animals subauquemly immunized 
with irradiated A20WT cells in coinhmrition v/ilh a ecli line engineered ia seavie 
GM-CSF (B7S1GM-CSF) showed heller ir.cidenc© of tumoMrce survival than 
animals immunized with irradiated hmiur cells alone (Fig, 6) r 

■ Luznik ct al, Blood 101:1645-1652, '2003, This publication reports th;U a GM-< 'SP 
secreting cell line in combination v/ilh autologous mammary carcinoma lumof cells 
was able to reduce metastatic cancer, 

• Yci ct ah, Gene Then 9: 1 302-13 1 1 , 2007., 1-igurc 7 shows that 057 Bl JG mice having 
a reestablished tumor survived hcttCt and had a smaller rate of tumor j>rowih if the 
OM-CSF cytokine was in the msmkrwK'-hoiwd form rather than in the seerofed form. 

Currently, the idea of using autologous cells genetically modified cx vivo to produce 
secreted cytokine is a product of Cell Gencsy s, a publicly traded company with a market 
capitalization of about $544 million. Accompanying Lliis Response is an excerpt from the 
company's website (www.cellgencsys.com), showinsj the success of the Gvaxo.*' product in 
clinical trials for lour different cancers. 

All this evidence produced since the Qhif', o J' this application shows thai the use nf 
eylokinc-producing cells in a cancer vaccine is a promising technology. 

9 



PAGE 14/55 * RCVDAT 3/12/2004 7:39:29 PM [Eastern Standard Time] * SVR:USPT0-EFXRM/2 * DNIS:8729306 * C8K650 327 3231 * DURATION (mm-ss):24-50 



HAR-12-04 FRI 05:54 PM BOZICEVIC 



FAX NO. 650 327 3231 



P. 15 



Ally 1)1 L No; IRVN-OOIOIV 
liSSN: 75,349 

Withdrawal of this rejection Is respectfully rccuestcd. 
Reject*™^ 

The claims stand newly rejected under § \\2\2 with respect to the indication in the 
claims that the cells arc inactivated. 

Definition and exemplification of what is nuuntby inaclivalion is provided in this 
specification on page 20, lines 5-10. As is evident from the specification, all that ivrcquitul for a 
cell to be ''inactivated" is that the cell bis rondo* cd incapable of cell division to foim pvojjcay. 
Thc cell may or may not have other capabilities, in fnn« as it meets the primary requirement of 
the definition. This accords with the standaid ii'ieai'dns of the term to those skilled in thc.prL 

Accordingly, the term is definite, anJ tiio clafms comply with the requirements of 
§ 112 H 2. Withdrawal of this rejection is respectfully requested. 

Rejecti ons under g 102( a) and § 10 3(e) : 
■Indus e t at. 

Certain claims in the application stand ivjeUed under 35 USC § 1 02(a) o* -alternatively 
under § 1 03(a) with respect to the publication by Jadus c-t si., Blood 87:5232, 1 9%. 

Applicants respectfully disagree. First, ns previously explained, this rcfaonec does not 
qualify as § 102(a) prior art, The scientists in tlio Jadus iyroup and the inventors on Ibis pnlent 
application collaborated at U.C. Irvine in the pivpi-.raLion of some of Iho reagents used. The 
present Office Action indicates that the Jadus publii alion is m invention "by another" simply 
because the authorship is different from the iiuvnloiship in tins patent application. Hut this is not 
the analysis required by the law. The question is n ho actually invented the relevant aspects of 
what is disclosed in the cited reference. In >v KhLu o87 F.2d 450, 215 I JSPQ M (CCPA W82). 
Applicant can rebut a prior art challenge umUr § 102(a) by showing reference's diselosme was 
derived from applicant's own work. MP12P § 2 1 32.01 , 

Secondly, the article differs from the claimed invention on a substantive Ixws, 'Hie 
purpose of the article is to determine what effect I he presence of M-CSI ; on a tumor cell on 
the ability of the cells to be recognized by maoropli \t\w. 'fhey found that macro phases killed 
hybridoma cells or T9 glioma cells directly (Vh\vv* ''), by binding M-CSF though rceeplors on 
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the macrophage surface. This does not constihHeiuhuinisiralion of cytokine expressing colls to ;i 
subject. Instead, the cytokine expressing cells ;'iv us* d as target cells in ft tissue culture 
experiment, Since the reaction consists of macrophages directly attacking target cells, it does not 
constitute an immunological response. 

The Office Acton states that Jadus at pa;j^ 5239, col. 1, "points the applicant in the 
direction of the instant invention" (Office Action p."[;o 6, second paragraph). Jn fitet, what J lie 
excerpt refers to suggests that "injection of the ruM-CSF retrovirus dft:<LO.b intoo ujnjor_, . . may 
induce the endogenous macrophages to kill tlu>; w ml'coled tumor cells and perhaps reduce llie 
tumor burden. [The macrophages may then] act as anli&ui presenting, cells an:J then stimulate] 
systemic immune response" (emphasis added) 

Jadus thus actually touches against wh&t is t Maimed in this application, and directs Hie 
reader to an entirely different course of aclioo. Specifically, the reader i ; j bein» directed to inject 
the tumor in vivo with a M-CSF retrovirus expression vector in order to provide for expression 
M-CSF in the tumor cell — u form of gene lh<:rapy. 

In view of the above, Jadus neither unlu'*p.**otf nor renders obvious the ekdincd invention. 
Applicants respectfully request that the rejections based on Jadus under § 102(a) and § 1 03(e) ho 
withdrawn. 

Tuc k ct a L 

Certain claims stand rejected under 35 US( : § J 02(a) as being anticipated by 'fuel: et nl. 
Blood 84:21 1094. The Office previously indicated that Tuck ct ah teach a COS- 1 cell 
expressing a M-CSF cytokine, which can bo cither membrane associated or soluble in its natural 
form. 

Applicants respectfully disagree. Trick vx uf, describe in vitro studies of M-CSF 
expression of cells in culture, with a view to characterizing the protein isotype* that me formed, 
and where they are located in the cell, Theie h, uo ^iL^sLiori to combine the M CSF expressing 
cells with a pharmaceutical cxcipient 4 or to ni4:c r;ny of the cell preparations while taking the 
precautions needed to obtain a composition that is sd^vjualely sterile, sufficiently ftco of 
contaminants, and otherwise formulated for human iidministrnlion. In control, Kanmple 5 of the 
specification shows how membrane M-CSF expressing cells limit tumor growth, inerensc 
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survival, and protect against rcchallengc (pa^c 61 IT). Paiges 32-34, 38-41, and 6G-6H provide 
detailed information on the formulation, testing* f*nd use of cytokine secreting cells in Inmnu 
administration. 

The current Office Action indicates thul the product laugh t l>y 'J uok el ol. in no\ 
constrained with respect to its intended use, Ifov/owr, this docs not affect the p<ik;nUibiHiy of the 
pending claims in this application. Claim 3 1 explicitly indicates and limits coverage to 
compositions containing a pharmaceutical exapfent and formulated 'far human uctwhmtratioih 
These explicit features arc not taught in the Ti ick rcfti ei u;c. 

Applicants respectfully request that Iho rejection based on Tuck under § I 02(a) he 
withdrawn, 

Accordingly, the claimed invention is patented e over the cited reference Withdl'y Will of 
all prior art rejections is respectfully requested. 

Tc rm i nal P is cl aimcr : 

Without intending any admission as lo llsa relationship between iho subject matter 
claimed in the present application and that in U,H. Patent- No. 6,277,368, to "which ihis appjialion 
claims priority, enclosed herewith is a Terminal Disclaimer, disclaiming any poiiion of 1 1 * i * term 
otherwise entitled to this application that exceeds l( ;c tonn of U.S. talent No. 6,277.368. 
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Conclu sion 

Applicants respectfully request thai t\\ oiits.t&fxlmg rejections bo reconsidered and 
withdrawn. 

Applicant submits that all of the churns arc in condition for allowance, which notion is 
requested, [f the Examiner finds that a telephone conference would expedite the pro:,eculion of 
this application, ple»se telephone the underfilled at the number provided. 

The Commissioner is hereby authorized to charge any underpayment of lets associated 
with this communication, including any neecKSKi y fees for extensions of lime, or credit nny 
overpayment to Deposit Account No. 50-0815, ord-irrniJubcrlRVN-OOIDlV. 



Date: 



HOZICRVIC, FIELD & FRANCIS LLP 
200 Middlcficld Road, Suite 200 
Mcnlo Park, CA 94025 
Telephone; (650) 327-3400 
Facsimile: (650) 327-3231 

Enclosures: Turner et al„ Hu. Gene Thci . 9 : M 2 1 - N 30, 1 998 

Borrcllo ct Bl., Hu. GcncThor. 10:1983-1001. 1999 
Luznik etal.. Blood 1 01 :16^5- U.52, 2003 
Yei ct nl., Gene Thor. 9: 1302- 1 a 1 J , 2002 
Terminal Disclaimer Over U.S. Pat. No. 6,277,368 

F:\DOCUMENTMRVH (UC rrvincW>0kliv\KcspOA(0<j 03 OJi l.iVN-OailHVjlm: 



Respectful ly submitted , 

uozicevic, vmu) &. francos u.i 1 



By: 

Carol \*. Fn.nct 
Registration No^6 3 S i y 
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